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Detailed Action 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on 10-30-2007 has been entered. 

1 . The Icxl of those sections of Title 35, U.S. Code not included in this action can be found in 
a prior Office action. 

2. The examiner acknowledges receiving the Declaration under 37 C.F.R. § 1.132 signed by 
Dr. Toni Peled. 

3. Claims 401, 411, 412, 414, 416-419, 422-424, 437, 438 and 462-468 are pending; claims 

401, 41 1, 412, 419, 422, 423, 437, 438, 462, 463 have been amended and claims 464-468 

have been added by Applicants' amendment filed on 10-30-2007. 

Claim Objections 
Notice of Non-Compliant Amendment (37 CFR 1.121) 

4. The amendment to the claims filed on 10-30-2007 does not comply with the requirements of 
37 CFR 1.121(c) because claim 463 has the status identifier of "Currently amended". 
However, claim 463 is withdrawn from prosecution since it corresponds to non elected 
subject matter e.g., Group V, in Applicants" response to the restriction requirements by 
Applicants filed on 1 1-14-2006. Therefore claims 463 and dependent 468 are withdrawn 
from further consideration pursuant to 37 CFR 1.142(b) as being drawn to a nonelected 
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invention, there being no allowable generic or linking claim. The election was made 
without traverse in the reply filed on 1 1-14-2006. Applicants' election of Group 1 in 
Applicants' reply filed on 1 1-14-2006 was acknowledged. Because applicant did not 
distinctly and specifically point out the supposed errors in the restriction requirement, the 
election has been treated as an election without traverse (MPEP § 818.03(a)). To be fully 
responsible to the current office action, amendments to the claims filed on or after 10-30- 
2007 must comply with 37 CFR 1.121(c) or they will not be entered. 
5. Therefore, claims 401, 411, 412, 414, 416-419, 422-424, 437, 438 and 462, 464-467 are 
currently under examination to which the following grounds of rejection are applicable. 

Withdrawn Rejections in response to Applicant arguments or amendments. 
Claim Rejections - 35 USC § 112 first paragraph-enahlement 

In view of Applicants remarks, in light of the guidance provided in the specification and 
knowledge available to one of ordinary skill in the art at the time of filing the present application 
and further in view of Applicants' amendment of claim 401 to recite the hematopoietic stem 
cells population of CD34+, and the recitation of "about l.OmM to about 10 mM of exogenously 
added nicotinamide", rejection of claims 401, 411, 412, 414, 416-419, 422-424, 437, 438 and 
462 under - 35 USC § 1 12 - first paragraph-enablement, has been withdrawn. 

Claim Rejections - 35 USC § 112- First paragraph- New Matter 

In view of Applicants amendment of claims 401,411,412, 462 to recite "about 1 .OmM to 
about 10 mM", rejection of claims 401, 41 1, 412, 414, 416, 419, 422-424, 437, 438, and 462 
under 35 U.S.C. 1 12, first paragraph, as failing to comply with the written description 
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requirement has been withdrawn. 

Double Patenting 

Provisional Rejection, Obviousness Type Double Patenting-No secondary Refence(s) 
In view of Applicants' cancellation of claim 208 of copending Application No. 

10/767,064, provisional rejection of claim 41 1 on the ground of nonstatutory double patenting 

over claim 208 of copending Application No. 10/767,064 is moot. 

Rejections maintained in response to Applicant arguments or amendments. 
Claim Rejections - 35 USC § 103 

Claims 401, 41 1, 412, 414, 416-419, 422-424, 437-438 and 462 remain rejected and new 
claims 464-467 are rejected under 35 U.S.C. 103(a) as being unpatentable over Brown R (US 
Publication No. 2002/0159984, Date of Publication October 31, 2002). 

Response to Applicants' Arguments as they apply to rejection of claim 401, 412, 414, 416- 
419, 422-424, 437-438 and 462 464-467 under 35 USC § 103 

On page 9 of Remarks, Applicants argue that Brown does not teach or suggest the 
limitation "...about 1.0 to about 10 mM nicotinamide..." as required by independent amended 
claims 401, 41 1, 412 and 462 as amended herein. Moreover Applicants contend that "this critical 
feature is not taught or suggested by Brown. Brown merely teaches that nicotinamide is one of a 
number of "...various vitamins and co-factors, such as riboflavin, nicotinamide, folic acid, 
choline, biotin, and the like that may be required to sustain cell growth." See, Brown at ^ [0040]. 
Brown does not teach or suggest that nicotinamide is an essential component of the medium, and 
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further Brown does teach or suggest that the addition of nicotinamide in concentrations greater 
than the 4mg/liter cited in Table 1, is used for the inhibition of differentiation of hematopoietic 
stem cells" . Such is not persuasive. 

As an initial matter, the examiner disagrees with Applicants' position that nicotinamide is 
an essential component as the instant claims broadly embrace a method of expanding a 
population of CD34+ hematopoietic stem cells ex-vivo comprising culturing said cells in a 
medium comprising nutrients, a combination of cytokines selected from stem cell factor, 
thrombopoietin (TPO), FLT3, IL-6, and IL-3, in the presence of nicotinamide. Hence 
nicotinamide is one of the medium components. As stated in the previous office action, Brown 
R. teaches a method for ex vivo expansion ( e.g. proliferation) of CD34+/CD38- cells derived 
from cord blood (p. 1, [0010]) in culture media comprising stem cell factor, TPO, FLT3, IL-6, 
and IL-3. Additionally Brown R. exemplifies cultures of the bone marrow CD34+ enriched 
population with significant expansion at various time points including days 3, 7 and 14 (p. 2, 
[0019]-[0022]). Indeed, Brown teaches that blood cells, can be cultured for as long as 8 weeks 
to increase the total number of CD34+/CD38- cells obtained (p. 6, [0072]). Moreover, Brown 
discloses that the culture medium e.g., Iscove's modified Dulbecco's medium (IMDM), 
comprises nicotinamide at concentration of 4 mg/L (e.g., 0.033mM). Further, Brown discloses 
that IMDM can reformulated and "it is expected that the reformulation will contain those 
essential components of IMDM in amounts 0.1 to 10, preferably 0.5 to 2 times, most preferably 
0.8 to 1.2 times their amounts" (p. 4, [0045]). Although Brown R. does not explicitly teaches 
nicotinamide at concentrations of 1.0 mM to lOmM, Brown R clearly recognizes that the 
concentration of essential components of the IMDM including nicotinamide for expansion of 
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CD34+/CD38- cells ex vivo is a result effective variable depending on the desired use, e.g., 
maintenance, proliferation and/or differentiation of CD34+ . At the time the invention was made 
it would have been obvious to optimize the ranges of concentration of this result effective 
variable, therefore the claimed invention would have been obvious. 

New Grounds of Rejection 

Claim Rejections - 35 USC § 102(b) 

The present invention is drawn to a transplantable hematopoietic cell preparation 
comprising and expanded population of CD34+ hematopoietic stem cells. 

The following is a quotation of the appropriated paragraphs of 35 U.S.C. 102 that forms 
the basis for the rejections under this section made in this Office action: 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

Claim 4 1 2 is rejected under 435 U.S.C. 102(b) as being anticipated Brown et al., (US 
Patent Number 5,945,337, Date of Patent Aug. 31, 1999). 

Brown teaches the expansion of a population of early progenitor stem cells which can be 
mixed with fresh unfractionated bone marrow which contain CD34+ (col. 6, lines 37-40). 
Moreover, Brown discloses that the mixed human bone marrow stem cell populations which 
contain CD34+ cells can be selectively enriched ex-vivo to increase the proportion of CD34+ in 
the population for human therapy (col. 7, lines 15-20). 

Thus by teaching all the claims limitations, Brown et al., anticipate the instant invention. 



Claim Rejections - 35 USC§ 112 (second paragraph) 
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The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

Claims 414 and 422 are rejected under 35 U.S.C. 1 12, second paragraph, as being 

indefinite in that it fails to point out what is included or excluded by the claim language. 

Claim 414 which depends on claim 401 recites "selected from the group consisting of: 
embryonic stem cell and adult stem cells". However, claim 401 only refers to a "population of 
CD34+ hematopoietic stem cells". Thus there is not a proper antecedent bases for said 
embryonic stem cell and adult stem cells as recited in claim 414. As such, the metes and bounds 
of the claims cannot be determined. 

Claim 422 w hich depends on claim 40 1 recites "said early acting cytokines". However, 
claim 401 only refers to a "a combination of cytokines". Thus there is not a proper antecedent 
bases for said early acting cytokines as recited in claim 422. As such, the metes and bounds of 
the claims cannot be determined. 

Conclusion 

Claims 401, 411, 412, 414, 416-419, 422-424, 437, 438, 462 and 464-467 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Maria Leavitt whose telephone number is 571-272-1085. The 
examiner can normally be reached on M-F. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph Woitach, Ph.D can be reached on (571) 272-0739. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

To aid in correlating any papers for this application, all further correspondence regarding this 
application should be directed to Group Art Unit 1633; Central Fax No. (571) 273-8300. Any 
inquiry of a general nature or relating to the status of this application or proceeding should be 
directed to (571) 272-0547. 

Patent applicants with problems or questions regarding electronic images that can be viewed in 
the Patent Application Information Retrieval system (PAIR) can now contact the USPTO's 
Patent Electronic Business Center ( Patent EBC) for assistance. Representatives are available to 
answer your questions daily from 6 am to midnight (EST). The toll free number is (866) 217- 
9197. When calling please have your application serial or patent number, the type of document 
you are having an image problem with, the number of pages and the specific nature of the 
problem. The Patent Electronic Business Center will notify applicants of the resolution of the 
problem within 5-7 business days. Applicants can also check PAIR to confirm that the problem 
has been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system provides 
Internet-based access to patent application status and history information. It also enables 
applicants to view the scanned images of their own application file folder(s) as well as general 
patent information available to the public. 
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Patent Examiner P/ 163 3 
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/Mne "Marie S. "Wehbef 
Primary Examiner, A.U. 1633 



